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Taqman qPCR Table S1 . Single round enrichment factors for positive-control DNA-small molecule conjugates after affinity selection using GST-linked MDM2, FKBP, Bcl-xL, cRaf-1, and HSP90. Figure S1 . Restriction endonuclease digestion to reveal enrichment of BAK peptide-linked DNA after selection for binding to immobilized GST-BcL-xL, followed by PCR amplification of eluted molecules.
S3
5'-ACTGA-3' 5'-GTATC-3' 5'-AGCTG-3 ' 5'-GAGCT-3' 5'-ATACG-3 ' 5'-GTCAT-3' 5'-TACGC-3'
5'-CGTAT-3' 5'-TCATG-3'
5'-CATCG-3' 5'-TCGAT-3'
5'-CTGTA-3' Table S2 . Five-base PCR barcodes used to identify each selection during Solexa sequencing. Barcodes were appended to the 5'-terminus of the DNA-templated library-specific primers and used in pairwise combinations to provide sufficient encoding complexity. Table S3 . High-resolution ESI mass spectrometry data of macrocycles described in this work. Table 3 . Independent assay points are shown in red circles and blue squares. Activation was calculated by dividing the amount of substrate phosphorylation observed in the presence of the macrocycle by the amount of substrate phosphorylation observed in the absence of the macrocycle. Kinase activity was measured as described in Table 3 . Table S4 . Inhibition activity of cis-A11-B1-C5-D7 against a panel of human kinase enzymes. > 80% inhibition is highlighted in red, < 40% inhibition is highlighted in blue. IC 50 values falling within 10-fold of the Src IC 50 (960 nM) are highlighted in orange. Assay data for Src kinase is from Figure S2 and Table S5 . Inhibition activity of trans-A10-B1-C5-D6 at 5 µM against a set of human kinase enzymes. >80% inhibition is highlighted in red, <40% inhibition is highlighted in blue. Assay data for Src kinase is from Figure S2 and Table 3 . All non-Src assay points were measured by the Invitrogen Select Screen Profiling Service. Figure S9 . Plots of enrichment vs. abundance fraction for all in vitro selections with the DNAtemplated macrocycle library. Enrichment was calculated as in Figure 3 . Abundance fraction was calculated by dividing the observed sequence counts for each library member by the total sequence counts in the selection. Protein targets were obtained as described in Table 1 and Figure S8 . 
